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Minimum documentation searched (classification system followed by classification symbols) 
SEE ELECTRONIC DATABASES 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
SEE ELECTRONIC DATABASES 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CaPlus, WPIDS (hepatocellular carcinoma, array or chip, differential, profile, gene expression, gene profile, 
microarray, DNA chip, gene chip, hepatocellular carcinogenesis), Medline (gene expression profiling/CT, ^ 
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Smith, M.W. et aL 2003. Identification of novel tumor markers in hepatitis C virus- 
associated hepatocellular carcinoma. Cancer Research, 63:859-864. 
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Li, Y. et aL. 2003. DNA microarray analysis of gene expression profiles in 
hepatocellular carcinoma. Biochips. pp51-59. ' 
See whole document. 

Chen, X. et aL 2002. Gene expression patterns in human liver cancers. Molecular 
Biology of the Cell. 13:1929-1939. 
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or cannot be considered to involve an inventive step when the document is taken 
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Li, Y. et al. 2002. Discovery and analysis of hepatocellular carcinoma genes using 
cDNA microarrays. Journal of Cancer Research and Clinical Oncology. 128:369-379. 
See whole document. 
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Okabe, H. et al. 2001. Genome-wide analysis of gene expression in human 
hepatocellular carcinomas using cDNA microarray: Identification of genes involved in 
viral carcinogenesis and tumor progression. Cancer Research. 61:2129-2137. 
See whole document 
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X 
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hepatocellular carcmomas. Oncojgene. 20:2704-27 12. 
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X 


Tackels-Home, D. et al. 2001 , Identification of differentially expressed genes in 
hepatocellular carcinoma and metastatic liver tumors by oligonucleotide expression 
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See whole document. 
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See whole document. 
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following 

reasons: 

1. I I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2.. I I Claims Nos,: 

because they relate to parts of tiie international application that do not comply with the prescribed requirements to such 
an extent that no meaning&l international search can be carried out, specifically: 



3. I I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with die second and third sentences of Rule 6.4(a) 



Box No, ni Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Autiiority found multiple inventions in this international application, as follows: 

The international application does not relate to one invention only or to a group of inventions so linked as to form a . 
single general inventive concept. The requirement of unity of invention under Rule 13.1 shall be fulfilled only when 
there is a technical relationship among those inventions involving one or more of the same or corresponding special 
technical features. The expression "special technical features" relates to those technical features that define a 
contribution which each of the claimed inventions, considered as a whole, makes over the prior art. 

This application is directed to the identification of marker genes indicative of hepatocellular carcinoma (HCC) that can 
be used to determine the presence or absence of HCC cells or tissues. However this concept is not new. See for 
example: 

a) Graveel, CR. et dL 2001 . Expression profiling and identification of novel genes in hepatocellular carcinomas. 
Oncogene. 20:2704-27 12. 

(Continued on supplenaental sheet) 

J I I As aU required additional search fees were timely paid by ttie applicant, this international search report covers all 
searchable claims. 

2 Ix I ^ searchable claims coiUd be searched without effort justifying an additional fee, this Authority did not invite 

' payment of any additional fee. 

2 I I As only , some of the reqiured additional search fees were timely paid by the applicant, tiiis international search report 
covers only those claiins for which fees were paid, specifically claims Nos.: 

4. I 1 ^® required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos,: 

Remark on Protest | \ The additional search fees were accompanied by the applicant's protest 

i \ No protest accompanied the payment ofadditional search fees. 
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Supplemental Box 

(To be used when the space in any of Boxes I to VIII is not sufficient) 



Continuation of Box No: m (Unity) 

b) Tackels-Home, D. et al. 2001. Identification of differentially expressed genes in hepatocellular carcinoma and 
metastatic liver tumors by oligonucleotide expression profiling. Cancer. 92(2): 3 95-405. 

c) Okabe, H. et aL 2001. Genome-wide analysis of gene expression in human hepatocellular carcinomas using cDNA 
microarray: Identification of genes involved in viral carcinogenesis and tumor progression. Cancer Research. 61:2129- 
2137. 

Each of these citations disclose the identification of 2 or more markers that are indicative of HCC. 
Thus while a common feature of the applicant's markers may be that they are present in HCC tissue and not normal 
liver tissue, this is not considered a special technical feature as markers with such properties are well known in the art 
(see above documents). ^ 

Thus there does not appear to be a special technical feature common to all markers identified in the specification*. Thus 
it would appear ttiat the special technical features of the specification relate to the use of the sets of markers idenji^d 
in each of Tables 1-4. ie the use of all the markers in either Table 1, 2, 3 or 4 for the identification of HCC witfi 1. J 
predictive accuracy. Further there does not appear to be a special technical feature common to all four sets of markers 
as they contain different numbers of markers, hence the application is directed to four (4) inventions as follows: 

1) The markers identified in Table 1 when used to determine the presence or absence of HCC cells or tissues. 

2) The markers identified in Table 2 when used to determine the presence or absence of HCC cells or tissues. 

3) The markers identified in Table 3 when used to determine the presence or absence of HCC cells or tissues. 

4) The markers identified in Table 4 when used to determine the presence or absence of HCC cells of tissues. 

The ISA has chosen not to ask for additional fees as all four inventions can be covered by the one search statement • 
relating to the identification and use of molecular markers able to determine the presence or absence of HCC. 
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